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R 7 «. #*. -CH 3< £J:tf-CH 2 C 6 H 5 ^e>^iRSn ; 

R 2a «, /\oy>, te@^t)L<«B^c,_ 8 7;u*;k c 6 _ l2 7U-;k c 7 

_ l2 77Jkk>k C 3 _ l2 ^SSActtC 4 _ 20 ^m®7^+;k -cn. -OR. 
-NRR. £J:tf-NRNCORfr6^iR;*ft ; 
R 4a te. APy>. «Blftt»L<ttfiiftC 1 _,7;mr;k C 6 _ 12 7'J- 

;k c 7 . 12 77^+Jk c 3 . 12 «*H!*fcttC4. 2 o«sSiR7;wP» -cn, -. 

OR. -NRR£J;tf-NRNCOR^e»^Sn; -tLT 

f 

ftRtt. ffi&LT. &g&fcL<ttg&C,_ g 7;i/*;k C 6 _ l2 7U-Jk 
C 7 ., 2 77JWk C 3 . l2 iiIit«C 4 . lt ^ii7Jl/+MbI^^n ; 
fflU: (a) R 5 rt<CONR 7 R 8 T&5*§£. 
( i ) R,t R,ttS^l:*3RT**OTtt&< . 

(ii) R 2a «-N (CH 3 ) 2 . -N (CH 2 CH 3 ) 2 , -OR, *«fctf*iBlftifi 




R 5 «, &JFOMtWm^WRtStl: 




I 
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«t,L<tt»tt#8B^fiftC 1 _ 3 7;i/*Jk -N (CH 3 ) 2* ~N (CH 2 CH 3 
) t £cfctf-OR^£jIft£ftr. 
(iii) R ja ^-C1T*0. 7&^R 6 #-HT&5*£&. R 4a «-CF 3 . -C 

i, -ch 3 *j:i;-c (ch 3 ) stir. 

(iV) Rj/-CltSO. ^R 4a <?:R 6 i:<DM^-HT^€>ii^ R 8 te- 
CH (CN) C 6 H 5 Ttt&<. fl/T 

(V) R u *«-C 1T*0, *OR 4j i«-ClTife5^. R 6 «-Cl*5cfctX 
-CHjC l*63HR*ni* ; 

(b) R 5 #-N (R 7 ) C (=0) R 8 T&SJf£, 

(i) R 2a tt-cH 3> -ocH 3 *5ct^-N (chj) 2 a>e>iiiRs*rf . -tLT 

(ii) R g tt-Hfc<fctf-CH 3 J&>S2!JR3n&^. 



3. R 4l i«-CFj, -CI. -F. -CHj^'-H^^Jn^. fit*^ 

2 eettofc&tt. 

4. R„*»-C1, -OCH 3< -H> — N (CH,) 2 * -CF,. -CN. -N 
HNH,*J:tf-NHC 6 H,#6»R3n*, »#JS 2 fce*©{fc£*. 

5. R 6 75<-H. -CF 3 , -CH,*5J:tf-C ia»fc»iR*nS, »^2»Cffi 

6. R 7 *<-H*j:ac-cHj*»6a^an*» »#«2caE*o^^*. 

7. R,WP*5, fS*JS2lr|a®^t^ : 
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% -oh. -R. -OR. -COOH. -COOR. -COR. -CONH 2 . 

— NH 2 . — NHR. — NRR. -SH. -SR. -SOOR. -SOjRiicktf 

-soR^esftsns. 

10. i&E{fc£*W*. 2-7MO-4-hU7MD^-5-N- (3' 

, 5* -tr^hU7^*p^w) trus^>*;^*-^5 h. 5- (3' , 5 

' -t*7. (HJ7Jl/tfO*3\>W 7xt'>*) -2-* h*->-4-HU7J^ 
n^lfiJSi;>;4-hU7Ma/f*-5-N- (3* , 5' -*J>?u 
D7i-f) eu$s»*;w**i*5 H ; 2-->*^^;P7sy-4- mjtvw 

(3' , 5' -^DD7iiyW tU5^>*^#*U-5 
H ; 2 -hUX^JPT o^i" h*-4-h'jy;i'^p^^-5-N 

- (3' , 5' -y^DD7iz;W t! U 5 H ; 2 - *>7/ - 
4-h'J7MO^fJ|/-5-N- [3* , 5' - ( \*7> h 'J 7JM"P 
7i-J|/] fcf'J 5y>ijM+f 5 H ; 2-kh , 7^-4-h'J7MP^5 i 
JI/-5- [N- (3' , 5' -y^D07i-JH tf'J$y>-5-^^*1t 
5 H ; 2- [N— (l-75;yh53>75 H) 1 -4-h'J7Mo^fA 
-5- [N— (3' . 5* -^Dn7i-JW tf'J 5 

H ; *3«t^2-75y7x-;P-4-hU7;|/*P/^;i/-N- (3* , 5' - 

1 1. R^-Clt^, 2 CE*0fl:£4b. 

12. fltEfc£*fl», 5-N- [3' . 5' -fc*7s (HJ7Jl/*P*3\H/) 7x 
-2, 4-v^dd- 6-^5 1 JU-euSv>*;l'^+1^5 H : 2-7P 
P-4-j*3Ml/-5-N- [3' , 5' - (£7x MJ7JWD^fjW 7i^ 
] e'J5 '7>#JP#*tJ-S H ; 2. 4-^no-5-N- [3* . 5 ' - tf X 
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-i?DD-4-7i-^-5-N- [3' , 5' - (tf X b U 7)V*n*7M 



13. R 8 *«3. 5--ii7x^WT^>) > Btt^OWvfrtfB^iRSIttS 

15. m&W&gO'Pfc< £*> 1^-CF,T?*5. »*JS13i:E*(0ft^ 

16. R 4> *«-H. -CH 3 , -CF,, -CF 2 CF 3 ; - C 6 H 5 * <fctf- C H 2 

17. R^-Cl, — F, -CN**tf-CF,3»»6«RSn*. ^*®2tC 

is. R l4 *t-c i*j:tf-F^6aiR*n4> BjjwuciBBofc^*. 

19. R 6 A«-HT^5, B#JK 2 fcEfcfltffr&a. 

2 0. «T©«ii«:W-f*. *©IMWfc**^tB&**£tMfc** : 



R 7 tt. **. -CH 3 . :|3j;tf-CH z C 6 H 5 ^6>iIft3n; 
12 77;Wk Cj. 12 «*S!*«ttfC4. M ll*»7;WI/3ft»6BiR*n ; 




R 5 «. KT©fc«Hhfc&MR*n : 
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R 2b te. /\oy>T*0 ; 

r 4 „«, Aoyx -cN*«fc^«a«i'bu<tta«ic l .,7;i/*;k 

R,tt, -CH 3 , -CF 3 fccfctf-CH 3 CH 3 ^6jIJRSn; 

6Rtt. «£LT, ISlWftt>L<ttBtftC 1 _ g 7;i/+;k C 6 . 12 7>J-JK C 7 
. I2 77MJK C 3 _ 12 «*iBSfcttC4., 6 **ill7JU*J^ea«?*n ; 
mUR s 75<-CONR 7 R 8 T*0, j&v2R 2b #- C R 4b £: R,li 

2 1. R^iljftCnTJW^**. «#JS2 OfcE*©fl:£«. 

22. R 2b #-C l:fcJ;tf-Ffre>MiR£n-2K »*JS 2 0 KBfc<Z>fc£*. 

2 3. R,75t-H*5<fctf-CH 3 ^£SftStt£. ffit*^ OKE®tfMfc£$J. 

2 4. R 7 ^-H*3cfcl^-CH 3 *^S^$nS, fS#Jg 2 0 CS3t©<^«l. 

2 5. R,*«ttT?*5. »*«2 0CEE*©fl:^«l : 



, -OH, -R, -OR, -COOH, -COOR. -COR. -CONH 2 . 
-NH 2 , -NHR, -NRR> -SH. -SR, -SOOR, -S0 3 R&<fctf 
-SOR^£MiRSn<5. 

26. R 4b #-CF 3 T&0, ^LTR 2 ^-ClTfe5. IlJfcJS 2 OlCfE«0 

2 7. R 4b #-CF 3 Tifc£. »*J52 0^aa*©^«. 

2 8. R 2b #-C 1 m*«2 0 {CgB®tf)<fc&#). 

2 9. R g #3, 5--e^7xH^«-T^0, BtfeSOp^m^©?H4S 




z 



#£¥11 



ffi#m2 OCEi^dtt. 
3 0. ffiEMfcaSOPf^tf-CFj-C**, fl|jRJH2 9CE*©{fcfctt. 
3 1. i9EHftSO^&<tt>l-3**-CFjT?*S. ^#^2 9tce*Ofc^ 

3 2. R 4b *f-H. -CHj. -CFj. -CF 2 CF 3 , - C 6 H 5 *5j;tf- CH 2 
CgH^SSJRSftS, 2 0 KE*©fc£*. 

3 3. R,**-HT*«, «#JB2 0CE8©fls£*. 

3 4. ffJfcJg 1~33 K:E«©^«*«t^l^«ltS«^3a:+-V U 7*fc»S 
3 5 . fjl;fcJg 1-33 CE«©^i»*s«tl«I^W*fc« ; ?l»WfcS«BlSB«:+ 
3 6 . m&UfeWMMt LTOmXm 1-33 Ci3tCft*«l©«ffi. 

3 7 . Dfee«jis«iB'rsfc«>©ii*©»J6«)fe«e)©ui#^ 1-33 fcE*©fls 
£%©&#. 

3 8. IWEjteett»**^Uttlfeettl6T*S» 3 7 CE*©ttfl§. 

3 9. MEftlSEMK^ UttHWU^v^ IK 

ARDSftcfctWS^SSlRSns. islOS3 8l:iBi0ftlfl. 

4 0. MEftlSEIUettft9tftttMeU^7^T<5«. »*fll3 8tffi*©«ffl. 
4 1. jttE*£«ffi*«aef6!SajeeT**v »#«3 7KE«©«ffl. 

4 2. ttEB5£&££*<. £f&ttWfc£. ««. Mttm@6. *S«W*. 

4 3. MEftfEtttttf. WB. 9ft7M/7, ttlfilE. AA. » 

. ^^.t^-f^S^&HR^nS. tt#Jg3 7KE*©fiWll. 
4 4. ttEJ^tttfWIMt&lftT&S. »#JJi3 7fcE*<0#!JfI. 



mm. 
%■%©#% 

ram Kit. «»b«j:^4i«wm/ 

tt. gi&ftjlcte. jEHfffltt*fc»«froaS««l(selI-perpetuating destructi 

j«#©£4©iM>£«fc0£i;s. cne»©T^T<D««, h 

. DNA±©#£©«*taB£U ^U»fX<y?$fcl^5/t>yt-<!:L 
tf*J:tf-fe*>H^yfe>5?ir-©*X^r— K3WBI#**l, RNA 



iffllfcS (pro i n f 1 amma t ory) 9 > r\Z K©E£T& S. 



ft£©-fey Nte, Br£©£«fc*«W§*£<©*>>t*«*R»^*fc©©J|i 

o;:©:/D-fe;**nwr*::£tt» HaTsas^tt&*>/^*©«££«i; 
. ems ©tew:, g*©*fflsasTM 1 (il-o, o^-d^c* 

>2 0L-2h MJSJKJEH^aONFo). -f >*-D-f +>-6 <IL-6)*5«fctf'f > 
*-n^*>-80L-8)U'K;U£|S!gp-r£. fl|A.tt\ NF KB*«t^fl!lona*^#: 

©IHK <i >9- □ -f * >-2 (IL-2) fccfc M&&5EB? (TNF- a ) ©CT©H»fc W 
$6f:, TNF-afccfctflL-ltt, cne.©jt€^©^o^:-^ 

*Kn*u->>©M£^3i©&#&7£3^-*--T&3. ^n^A, nfkb 
ne>©-r^T©*>/^®at, £j§M4#M0tfc, rami**, 
ftfiifeB**tr*«fcta[ffl&*fc-r^t*<^snT^5. garrntf, ens© 
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mmz\t. G^a^dF), »K:NFKBi5«fc^AP-i<o»ttfb*iasTs 

^i|-tSi:#X.6nTU^ 0 cntt. H-l. IL-2, lL-8£cfctf/££ttTNFa ( 

IMtfcHTSM*«kz«BJ«©litt© : fl»k:Wffl'e*s. $e>ti, *SBW©fi:£ 

^*fitts^*j:^aaft«i^fi© ; j ; i»^«k^/*fcttttiic*stt 

*fgW© 1 o©SWMB*K*^T, #T©-K«tf*ifi<I> ftWrsft^**W 



uuT. BWrcfc*!*, AfiC-RjT&O, B^C-R,T2fe-5^, AteNT&O, -t 
LTR,, R 2 , R 4 , R 5 s *5«ttXR 6 tt6JlT©»«e&KWCJ;oTJ£ai*n*fc©T» 
5. 

«3©*lttB«Kfc^T, #3S93© 1 0K±©fl:^»*3KW*fcttWWfe:S 



( II ) 



. ■*anfc3Srtt©«c*ir»T, ^ti«fi : *L<«m^«iia^t)©0iiT^ 
#&9§©c:ne>i:£«^©^®£> M©Bffi*j:tfHT©i¥M&:ft9i£M 

Hig©ffima:KW 

Bin *«w©^s«&tru5^>^k^«©^©s>sx*-A*w^ 

0 2 tt. #SgiW©ttJ?E«ft If 7 v >^W^#J©^fiE©S^X *- A 
5. 

H3t*. *S89!©ftaWfcfl:£«©, NFKB£±tfAP-l©Sttfc*8!iF*-Si!B 

So 

iETSB^fcJcSfc. *fg^©fb-&^«, (TF) ©»ttfe:/Oy*t, 

aEft«tt©«ai*^to (fc«i/cnswi«*n^») a*©ttn©i»it4j«k 

tf/*fcttfc*fc*frvrfffflT*a. fc^tttt»Bttfc*N>T. £©J:3&tt 

ffisfcaaestiiia-rsimfc* >a**©<e9*hjft* c t tea: o * 
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o 

Ra 
(0 

LTR|. R 2 . R 4 . R 5 » *JctJXR 6 «^T-e^$tlSfeOTfe-2). cfc-pT. Art*C-R 

6 -?£9, *ob*«nt*s«^. *js (i) ««it (in «rr*eu5 5»£ 

(III) ^tt5tf7^>Mft^t£5: 



Kz« R21, 

(n) (in) 

±B©*H6 (I) » (ID £<fctf (HO iz&^X. R s \mT<D1k¥&ft (i 

) - (iv) ^esiRsns. 



1- f T» * 

V'v r? n A A 

JR 7 J R7 yo ljis 

(D <ii> (90 C«v) 



R 7 tt. *J|S, -CH 3 . i3cfc^-CH 2 C 6 H5^6^$n ; ^l>T 
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ffi& (I) ©Mtt^Ph>ft4S («iltf*;p#>tt») & 

•r«5«*jR : P**'r**) ^LTfiiig (i) oitGtoomtttwo 

Oft*. 

HJ^A. #U^A. U^A, 7> : &-^A. #;kv-7A. "7^>"^A. I* 

*?Mk x^k n-7otf;k n-7^;k n-^>^;^<t^n-'s+5> 
;i^s&ft£ft£, ^±«ain«:e«7JU*;uT*s. <t&©^fi6f£«£43HT, c, 

. 8 7;i/+Mi, 5>?a7*ofcMk j/^D7?;k >'^o^>9 1 ;k isiru^is 

;k u-vyywfuMh. &&i$*?vyy>? a^*ry)ifr*>mft.2tiz> ( 
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mz&^T. C^T^tt. -fy^aWk sec-T^k -f y^Jk tert- 

. c H 7;w;wi, x^u-;k yptfun;k i-7xx;k i-^>x-;k & 

rc 3 _ 12 *tS5tJ l««±©M^SfP6*l*Sll*WU 3-12«0^3R 

;k 77-jk ^x-;k -rs^yujk **u-yu;k ^ryujk tr^yj 
;k ifp>j^x;k tfjv^;k eus^n^k *j;^yjx;u^e»s^$n^ 

mm 



rc 4 ., 6 «^7;i/+;i/j «. c H 7;M^ciS£Tsc3_ 12 «*«**rT*fc 



£*rr s : 




( 15 ) 



no 

rg&i c,_ 8 7;i^;k c 6 . lt 7U-;k c 7 _ 12 77Ji>*;k c 3 _ n mmm* s 

fc«C 4 . l6 1tmm7;i/+;i/ttv /\ay> (-F, -CI, -Br, &J;tf-I£^ty) , -OH 
, -R, -OR. -C00H, -COOR. -COR. -C0NH 2 . -NH 2 , -NHR, -NRR, -SH, -SR. -SOOR 

. -SO3R, *«t^-soR^es^$nsfi^STB^$n^>i^w±©7K^S:W-r 

5C,_ 8 7;k*;k C 6 _ 12 7'J->>k c 7 _ l2 7^;i/+;k C 3 ., 2 ^S. £/cteC 4 _ l6 

&c,_ 8 7;k*;k c 6 . 12 7U-;k c H! 77^+;k c 3 . 12 «^. ££«c 4 _ 16 
mmmT^ifrzmiLVTMViznzo l-DCDmmmmz^x. g&c,_ 8 7 
-cF 3 &j:tf-c 2 F 5 £^fr wznzizmfezntz^) c,_ 8 A°7;i/* 

;ke&<5. 

±E©«Jfi (ID £:i3<,>T, R 2a tt, APy>. #,g&, *fcttmftC,. g 7;P 
+;k C 6 _ l2 7U-Jk C 7 . 12 77M;k C 3 _, 2 H#£51, feL<«C 4 . l6 ^^»7 
;k+;k -CN. -OR. -NHR. -NRR. £<fctf-NRNCOR^6iIft£n, C^Tltlfc^R 
tt, ±ET3£8Snfc*Sfi»SfcttB*C H 7^*;k C 6 . 12 7U-;k C 7 _ 12 7 

7>»i/+;k c 3 . 

I2 HS^. *fcttc 4 _, 6 «mii7;i'*;^e$83tLTS«$ns. 10©3fe!fi« 

«C*Jl>T» R 2a tt. -CI. -F. -CN. £J:tf-CF 3 ^*>jIft$n5. 
±£<Z>flti£ (III) WHT. R 2b «. -Cl$.fz\Z-?<D<}:?t3./\ny>-C$>Z>. 

±&<Dmm (id k*h»t, R 4a «, #*, /NDy>, **g&$fcttg&c,_ 8 

7WJK C M2 7'J-;k C H j77^)k C 3 . 12 4tSS. t> L< fiC 4 _ 16 HiH 
mT)V*)V. -CN. -OR. -NHR, -NRR. £cktf-NRNCOR^6>§ft£n. ddT^tl 

^&r«. ±i2TsESisnfc, &g&£fcteg&c l _ 8 7;kWk c 6 . l2 7U-;k 
c 7 _ 12 77JMr;k c^ 12 «*SR. t>L<«c 4 . 16 «SS7;k+;i/^effi5ibTii 
s?$nso 1 ^©mst&KfcfcuT, R 4a «, tks. -ch 3 . -cf 3 , -c 2 f 5 . -c 2 h 5 

. -C 6 H 5 . fc<ktf-CH 2 C 6 H 5 ^e>SiR£*l5. 
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±i2<D$ig (I) fcitf (II) {CiJViT. R 6 tt, Aci^X fcefctf&fi 

■3fc> s^tr (££L;rn6Kig££n£^) ) ^egftstis. i-Dommm 

mz&^T. R 6 «U tKS> -CK -F. -CHj. 43=fctf-CF 3 ^6iItft$n6„ 

±f2<A$j£ (I) (III) K*>V>T, R,«, **, -CH 3 , -CF 3 *5ckZ>'-C 2 H 

r,«. -fb^gu^ (i) t&s. zommmmiz&^x. ^mmm^zmTr^n^ 



CdTR 2a , R 4a . R 6 . R 7 , *Jcfc^R 8 tt±BBT^$nfet>©T^-5. £F£bt^ 

mm&tz&KT. m& (iv) <Dft%.m\t%mz. &,r<D^nz^LtcR 2i . R 4a . 

Re, R 7 . &<fctfR 8 gfl#£^tf. 




( 17 ) 



gl 

mm (iv) nits® 



R* 






R? R* 


-a 


-CFi 


41 


-H 


-och. 


-CI 


-CF» 




-H 


-F 


-CH, 






-CH 3 


-a 




-CFj 


-H 






-CN 


-CaF, 






-NHNHi 








-NHPh 









dCTX, Y^JcttZlJ, R|-T?**j&**fcttJ|fcD. ^LTtK^. -OH. -R, -OR 
, -C00H, -C00R, -COR, -C0NH 2 , -NH 2 , -NHR, -NRR, -SH, -SR, -S00R, -S0 3 R, 

C 6 _ 12 TU-;k C 7 _, 2 77^*;k C 3 _ 12 *i3i8t £fcteC 4 _ l6 *g5iiSg7' 
. ll-T&SfrS/cttS&D. ^LT-H, -CU -F> -CF 3 , -OH, -CH 3 . 43<fctf-0 

Z.(DtffimkO 1 OO^ffiTte. R 4a tt-CFjT*0. 750R 2a fi-ClT 
: 2-i7P D-4- h 'J *^J!/-5-N-(3' , 5' -fc*X h 'J 7MD^f^7xZ 



( 18 ) 



;i/)t!U5y>AM+U-5 H : 2-7PP-4-MJ7Jl/:*P*3 1 ;!/-5-N-(3 , ,5 , -7 
7PP7xX;l/)£U a77#;M**1*S H ; 2-7PP-4-h'j7;i/*P*3 1 ;i/-5 

-N-(4'-hU7;i/^-o^^7x-;i/)e i J5^>yj;i//-^++i-s K ; 2-^PD-4- 
U7;p*p^^;u-5-k-(^d^5';wkuss?>*^jK*iJ'5H ; 2-7 pp- 

4- h U 7JM"P*3 1 ;U-5-N-(3' , 4* , 5" - h U 7 □ P 7 fcf U ^ 
-9-5 H ; 2-7PP-4- h U 7JI/*P^^-5-N-(^>5?;W tf'J 5 v>#;t/#*1f 
5 K ; 2-7PP-4-NU 7;^^-P^^>»^-5-N-(4'-(2 , J'.r-^O'/^Tv'yV- 
^eUS^^^+itS H ; 2-7PP-4-HJ7;i/*P*^;i/-5-N-(3\5'-:7 
7PP-6'-t HP+->7x-;Wtf'J5-7>^;i/^+)-5 K ; 2-7PP-4-MJ7 
;W*n^5 t ;P-5-N-(5 , -(3 , -^yJH' 7W-^)eU5y>^;i/W$ H ; 
2-7PP-4- h U 7Mo^f;H-N-(3'-N-7^H'-7;i/tD7- , J » tTU 
S$»#^3jfcH*5 H ; □ D-4- h U 7 ;W o ^ fJk5-N- (3- h U 7^^ □ 

^^;i/-5'-xh+->*;i/#-;i/7x-;Wtr usj;>m#W5 K ; 2-7pp- 

4- h U 7;i/^P^^-5-N-(3' -h >J 7;i/*P*3^-5-(#;l'#*+>-$ H) 7x — 
WKUSS^a^tf+lf-S K ; 2-700-4- h U 7Mo^fM-N-(3' ,5'-7 
7PP7x-;i/)-N-(^^;Wtf'J5v J >*;U#=1r-t»-5 F ; 43=t^2-7PP-4-h 

>J 7;l/^"P *^;i/-5-N-(3' , 5' -77 P P7x-;i/)-N-(^>^;W tU5y>*^ 

***tt«©flS©JSiSfc4s^>T» R 4a «-CF 3 T&0. ^t?R 2a tt-Cl£W(DgB#( 

£n&V>) : 2-7i^O-4- h U 7MD/f ;h5-N-(3' ,5' -fc'X h U 7JWD 

H ; 5-(3 , ,5 , -t*7(h'j7Jl/*P^5 1 ;l')7x^ 

7;w-2-* h+v-4-h'J7;i'*p^5 1 ;i/hf'j$v> ; 4-h'J7;i/^-p^5 1 ;i/-5- 

N-(3 , .5'-'77PP7xn;Wtr»JSv>^;^^5 K ; 2-7*^75/ -4- 
h U 7JM" p * (3* , 5' -7 7 P P 7 x t? 'J 5 '7 ;MMr-tf5 H 

; 2-h'JX^l/77tr:^A7P7-r F-4- h U 7;M-P*3\U'-5-N-(3' , 5' -7 

7PP7x-;WfcT»JS77^;^*1t5 F ; 2->7V-4-F l J7;i/*P*3 1 ,'i'-5 
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-N-[3',5 , -(ifxh'j7;^D^f L ;W7x-;WifU5^>*^+-y-5 H ; 2- 

th'7 5>7 -4- h U 7)1/* □ ;* ^;i/-5- [N-(3' , 5' -77 DD7i ^;l/) b? U 5 7 >- 
5-^;i/#*-y-5 H ;2-[N-(l-75/i/h73>75 K)]-4- h 'J 7JM*P J*^- 
5-[N-(3" , 5' -^f P D7i^;W t U 5 ^>-5-*;l/#*t5 K ; ££#2-75/ 
7 ir;H- h U 7 ^ P ;* TJlr-H- (3' , 5' - 77 O □ 7 x -)V) If U 5 7 7-5-# 

*l&<^) : 5-N-(3' , 5'-t*7 ( h U 7MD^f;W7i-;W-2, 4-77 O 
^trU5 5?>*;P#*1f5 K ; 2-^PP-4-*5P^-5-N-(3\5 , -b:7HJ7;i/ 
tn/WW 7xr;W t!'J 5 y>*i^WS H ; 2, 4-77pp-5-N-(3' ,5'-t: 

□-4-7i-;h5-N-(3' , 5'-f7 h U 7^:*P ^)V) 7x~ Jl/) £ >J 5 -77*;!/ 

mommmmz&^T, *%w<D<tG®tt±&v>mm am &*rr*. -© 

tS Gfcfc'LIltiSKiHJtSftfc^) . #tiS (III) ©lo© 

ffimmz&^T, R 2b tt-CIT;&0» T&OR^fi-CFjT&O, j&OR 5 tt±8B©«ifi 
(i) ©gB#T&£. 

±E©«Hfi (i) ©«Hrt©^»©fl:^»tt> ttWUM^anTfeo* ^lt 

CHffftl*. £fcttWffltta<tg©6n&^. fcT. ISie ( I ) ©«SHW©fl: 
6*T*oTSilltt*g»6ft5feOtt, flliS (I) ©*r«fc<fc£*a>64*fc|fc 

£©@M©*i©K. *»W*«r«*ft:*<»tt» ±E©flti6 (IV) a<> VXTom 
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t, *SR^©fiafDc,.j7^+;i/ (-r&t>-*3-cH 3 . -ch 2 ch 3 . -<c 

H 2 ) 2 CH 3 . £ci;tf-CH(CH 3 ) 2 ) , -N(CH 3 ) 2 , -N(CH 2 CH 3 ) 2 , iiJ:tf-0RT&9. 

■vm±mrfem2nrzb<D-c$>z>) t&&*§£. r&k:, mm (iv) 

{t£^KmT<7>&tt£&g<fc-f5 : (a) R 2a rt<-C1T&9> ^oR 6 #-HT&£li 
£\ R 4a tt-CF 3 . -CK -CH 3 . *fctt-C(CHp J <Wv$**re*>&^ ; (b) R 2a ^-Cl 
*OR 4a fcJ;^R 6 *^(C-HT*S^^, R 8 fi-CH(CN)C 6 H 5 T'fc-(CH 2 ) 5 CH 3 
Tfc&^l^l/T (c) R^-CIT&O, fr-OR ii tf-C['?$>Z>m£. R 6 «-C1T 
&-CH 2 CIT&ftV>. 

*BH©«S&fc£4fc«*fc» Rs**«0- (iii) T&oT, ^LT (a) R 2a # 
-CH 3 . -0CH 3 , £/tte-N(CH 3 ) 2 T&5tf\ **W4 (b) R 8 #-H, £fcte-CH 3 T 
£S0l§£©ti§j§ (II) ©fc£4&£^*fc^. 

R 5 ^» (i) T*S«^OfllJS (III) ©«r«fcfc£*tt. KT©^ 
: R^-ClT&SJf R 4a &<fcm i #&lC*^Ti&£tf>Ttt& 

*nfc^ei»W6n#s. »«*©a«<Dfc«>c. flattens 

(MS (ID ) «6«iK7-»4« <«£ (HO ) K«~FKa*T «k 

«{CisM (75-llOt:) KflOf&LT, ^ U — T FR*#2*#3. K&Stt" 
h U h*^ H©«t5&^" h U CAT^n+y KT7;m-;i/}$lli4 1 35~10 

*->^nx>J KOJ:5&1fi*ftttllTjSfi (75~12(TC) TffiStT, 2-^dd 
fflSLT. #£1-*&3A£f#, ^TCn^7*77t+y^Dy'J Hit 
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LT. mm*}*) ^Aifctty/WS/ tTU v>(DMAP)(D±5&&S<Z>#£T 

o 

0f^€.n^. 7Ulg©43ck^/*fc«^B^fiK^n^75>. Tx'JX feck 
rffllil-rsfc^tttt. *fiSttOABberlyst21«UtOSffiTTEtOAc«t«T»<fifl:*5 

^t:ient. itassna. do«tt96^x;p (imL©aiv^x;p) yu-h 
iz-D^xnm^nx^m^ u * ura/Ms*j:o{HPLc»«ftt^ra©^<»»*« 

ft* (III) rot7y>m^ftll B2<BEj£**-ATWSans«fc"5 
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) if. W. im\(DXotl) GD#_T. £& (25-60*0 T- rfcfR©2-v7y-i, 2- 
v75/-2-_t^X_?>13_:i|«_$nT. #&j_il4©->7 / t_ _>^>£.f &-t5. 
^TI_7^>H i^iS (70-1100 TTK'fOTK^t^-h'J^AOct^^g.iffi 

. _:ne>o^;^>g.«^^T- poci 3 -,fcmoa 2 <7)i^?_:ffi^i_ii£ii^ffiL 
T5-d7oo-2-*;i/#_i;i/|_._^IS^#i6i-:__:^$n^s. fb^i6^_g_T 

- Et0Aci5fe«CH 2 Cl 2 (7.i-5f_:^S«!iS.4 J T- „*6075 >£fcte7X'J >T* 
«a_LT. $i§17©{b_^£Jf«-r-5>. 

I8i_il50*;i/^>|_,«_,fe. 25-60t.tf>_l_rc\ SOCl 2 &£MeOHT#UILT. 
t b*a*^X*7^M/18.If£&;-. *!#<_>. „^18*DMFO?¥_ETTSOCI 2 *. e tZ/PO 

eOH©_t ^ft^P h>„(an a protic)j_f^lf, gkWLli U ^A©cfc5&„-^7_: 
ffiS^fflLT. ^Tfl_tT^^U>^ a ^^ H««J:^^Mi_f^4 J T^-+ 

*«w© tr 7 V 5 > _ w ft fa*©«fc -5 fca ttfcta* _ fe*tt*n«t 

X'J >*_ttfHaTS.l__4&£, ^_i_Amberlyst211_,flg<Z)#_TTEtOAc4 , Ti_, 
_fc„-6_Rl_>__--H§S. EJ^._:50jt-LOD7jcT_7X>5 ; -.n. ^UTJtiSI___.iJ,t> 

yU-h^THM^tlff, a»__-^*tt(__lt»*_:UTJ|lllSn*. TLC»«f*< 

'^k^»co.»Ts6iesnT*fi_i_*7KL. ^LTGcfej;o_ > Lc^«m_i©i_}p D p 

#_#<_. nfcC_: (SiX^i' tf^fi) , *LT8««±©*_*T* 

ZZtZ&to -©^ffiCJ;-.!, 80„CO b. _> v>>_*rfl_ lOCD96^x;i/ 

-_._/*;_. nfc, *36W©fl;_«-tt. -_»C__:»co_*©tt«fc:J;0_iJ_ift 
„^©«.#©fc»_ffl*2_n#*. -^©2S_«ffi*,_.LT, ccDfl__*„._:. ^|» 
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5JlH»fctt#UT\ -MO&WblZ O0.01-250 mg©$&ffl©fi-e> ^LT^O*? 
£b<«l~60 mg©*T£tr. S#lCXtt&ttK. S**fe«fctf2fifctt, MS*# 

Kct o x^g eft je $ nmz. 

KlH*.T, #*«ih ^afc^tflMBSttffl (surface active agent) , ijg£3J 

S. 3H#ttS6K:» #«W©fc^*tt£©fiW&#i*K:J:o"*\ ^tTRemi 
ngton' s Pharmaceutical Sciences, GennaroSI, Mack Publishing Co., Easton 

. pa, 1990 (*^«as4«T##i:tTSffl$ns) icra^sn^j; 3*«*n 
w©it^«**n*«trai^iiift*cis4-r-5ctt#tr. z.<D&5tf.%m 

£-££^tr„ #9i»#TfcfflSn3J:3fc» £#lft-$-tt«P*5«fctf#«n (pare 
ntal) ©&-5-3ffc££fro ttnft#CBttttX¥ti&&feli. »*» «&» 

, ^fe^tfa^^fcstffcawfc >/Py7, sra&j:zHL*i£$tr. -ft 
6©»j$»«sfc, ®mm. mmm. mmis&z&Likm, zbrm^ft 



( 24 ) 



%Ukm. ARDS, if/^B, hyO-r, 8HW4©7.MxX. <fflflS5E. «BltC«fc*«fiS 

, z\<D&?ts.it%y>\t. <fc£*©. NF»cftfej:r;AP-i©jstt<k*w-r*i6** 

*JM"*^<©-t^— * (cell-base) 77t<T$fM$tif5 
5 6*#HlOit) . Jfcfc, d©^*©. -U-f h*K>©WW UL-2:fcJ;tf 
IL-8&2) (Cintt, 1f$©^iT±#t 5 ^ i: 6 n^) 
*^Sn»* (««5 7*#HI©JIt) . *l/T. d©fc£*tt. 

•£M« 5 8 *#«©££) . 

^fti^J^.t^'J'i'T^PI^ (RA) ©$&B©fc©£2&ffl£Wf 
-5 ft&©3£&J©«£ . «©W(W« c: © <fc 3 fcilffl ©»tt ^»TlSfr 3 ft W 3 

*. ■fe*>F5-f> (second-line) ©Ht LTtemaag$T&ffl3ft, *l/OS 

5 8tt> 5/£n*#y>A*l^©3>Fn-;P£LT^LT£fTUfc. ifi¥ 
©d©«t-5Ja:feffi«i*«ffl©Ut:jL-tt. •£-ftK^H>T0lig©7y-fc'f R. 
P. Carlson in Exp. Opin. Invest. Drugs 4(9) : 853-859, 1995££!fE£ft'Oi 

uTnnm&m. *3»j*©awT**ns3&«ii8^-rsi«Ttt/«ciri. 
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«T©«01*»Krr*£» £*fi0»J 1-54 tt*fgW©tt^f$ftte£#>fc«fctf 

fcfl:*«itt«fcj:a^j«*ia^-r* ; mmm 56-57 tt**wo«36«»fl:^ 
5 8 a, *»w©^«fcfc£«©IMiJt^±£S43 «kifl«IWl«tt*x;w> 

2-^DD-4-hU7WD^-5-N- [3' , 5' - fX lhV7)V 

3, 5 - fcTX MJ p * 3^7^11 > (0.20 g, 0.92 mmol) , Amberlyst 
A-2W;T>3HfcWlB (0.02 g) © EtOAc (5 ml) 4»©2g-&tJfc, 2-^PO- 

4-hU7>/i/^D/5 1 ;i/fcr , J5> 5 >-5-*;^-;i/^D7< H (0.27 g. 1.13 

mmol) ©E tOAc (5 ml) »tt*Jn*.fc. BMtHSWWU (20 m 

1) T8.fcZ&±Vtz. W«H£#8tU MgS0 4 ±T&#U ffiiL ^LTigJ« 
£METKT($£L£. »snfc*-f ^*Bt0H/H,0^6lltttiLT, S£@#<!: 
VxmmitGW (0.21 g, JR*53%) ffl!^162-163 £ C. 

*tt«2 

2-jrpp-4-MJ 7/M-n*^;i>- 5- 
N- (4* -H'J7Mp^^7i^) tf'J$y>*W^5H 
3 , 5 - fT. h U 7)V*U* 3-)l7- >J >©ttfc> 0 © 4 - MJ 7;k* P * 
7-U> (0.1 g, 0.41 mmol) £J;Oq&?P^ H (0.10 g, 0.41 mmol) £ 
ffli^cCi^li. HIB«lK:E*©J:"5K^a^«*88«U «*24Xt» 
fc. S4^172-173 < C. 

mm 

2-d70D-4 - MJ7Mn/^- 
5-N- (7x-jU) tf U 5> ? >^j;i/^+it5 K 
7-'J> (0.04 g, 0.39 mmol) te^ZMfn?^ H (0.22 g, 0.90 mmol) 
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mm 

2 -9nn-4- h'J7JP*n^^- 
5-N- (i^pa+i^W tU5y>M^5H 
^^□^+x;P75> (0.02 g> 0.18 nmol) fcitf^P^-f H (0.05 g> 
0.22 bboD £ffl^fcd<i:£/Wi» HJ60tJ 1 Cfi«©J: 5 fc3BBfls£4fc*H«l/ 
. (1*3336 Sr^fc. Bfc&lSO-lSl'C. 

mm 

2-$uu-4-h*)7)V*U*T)V- 
5-N- {K>*JM t'J5y>MmSh' 
^>'^75> (0.09 g. 0.92 nmol) &£tfm?ny'( K (0.25 g, 1.0 m 

8%£#fc. M^l52-I53t:. 

2 -^7 0 0-4- hU^Jl/^-P^^ 1 ;!/- 
5-N-(3" . 4* . 5' - HJ * P D7x-;W e U 5 h* 
3, 4, 5-h'Ji7DO7-U>(0. 15 g, 0.61 mmol)*3ct^^D7< H 

(0.15g. 0.61 nmol) ^Mfcdt^H 2li60ij 1 fcE*©«fc 3 

<ki$hsu Jtms B&6200-20 i*c. 

2 -^PP-4- Y*)~7)\S*U*?-)V- 
5-N-(4-(2\ 1\3' - 1>V?7z?7 7-;W)KU 5 -?>*JM?*1f- 5 F 
4-7S/-2. l, 3 -A>7^7 ^7 7-;K0. 01 g, 0.07 nuno 1)43 
mtuyf H (0.025 g. 0. 10 ramol) Sffl^fcd tonti. » 1 KB*© 
«fc:3K:£B<t£«£iiSU i|X^60%^?#Ac fit6l79-l80*C. 

2-/700-4- h'J^^P^^-S-N- (3* , 5' -y^DD- 
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6' -tKB+^i-*) eusy>*^#**s H 

3, 5-v>*PP-6-t KP*'>7nLI> (0.02 g, 0. 11 mmol) &&zm. 
?ay-1\i (0.04 g, 0.16 mmol) flT^P7h^77-f- (Si0 2 . 

1 : 1 Mri)->/Et0Ac) tj; 0^18 L fed t^tt^fiW 1 fcIE«<Z> <fc 5 £^ 

2-£dp-4-HJ 7;i^p 
5-N-[5'-(3' -ji^-^ v**ih/--JW] tf U 5 H 
5-T5y-3-^^-rv^-*ifV-Jl/) (0.02 g. 0.17 mmol) fccfcrjg 
(0.03 g, 0.10 mmol) e^et^lt HSI^J 1 Kffi*0J:3 
fc3WMb£<»SH«U JR*75XS»fc. BL&170-171*C. 

mn i o 

2-#PP-4- h'J7Ma^-5-N- (3' -N-7^-4' -7 

2-7Mo-5--hD7r'J> (1.97 g, 12.60 mmol) *5«kCXAc 2 0/fcrU 
: IMG® (20 ml) ©»tt*18l$M«#Lfc. f&SnfcttWfettil, 
. Me0HTi5fc#U 2 - 7;M"P- 5 - ~ H P7^'J 

N-7->;i/-2-7;^n-5-n ho7n'J> (0.99 g, 5.00 mmol) £Et0 
H (25 ml) £»#U ^LT10%»Pd/C (0.12 g) £ill*., *$$£H 2 TI;:T 5 

. %*>ntz*'Ol*>7U-?b>fy-7<<- (Si0 2 > 1 : 3 a*-* >/Et0Ac) U ^ 
fi*^;i'£LT3-N-7Wl>-4-7JM-D--7:ry>*fcfc. Z.OT 
- ij >gf##£ 2-^nn-4-h'J 7>»k*P ^^;ptr U 5 V>- 5 

. Bl&l 26-1 2713. 

mm 1 1 

2-^PP-4- h'J7;i/^-0^5 1 Jl'-5-N- (3' - fr*U 
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3-~ hP-5-h'J7;^P^^l/^Jg.« (1.00 g, 4.25 mmol) OCH 2 Cl 
2 (50 ml) ®mz. mtttVJJl (1.45 g, 13.8 nunol) £tm*_. flre^TDMF ( 

JETKTl^U n^tlttl )V*m (80 ml) £®$U OViZftiQLtz. ft 
ZlLfcfemiZ. THF (15 ml) +CDNH 4 0H (22 ml) £$TU ii-&^€rMT18^F 

@&£EtOH (25 ml) \Z®MV. 10%Pd/C (0.12 g) £in;L, -ZrLTM 

Tit&£&&TS£TXA'tfl'-hU ^fe^^UTS-rt^tf+ltS H- 

- h U 7 ;i/ * P j* U 5 v > - 5 - ti )l#-)\,>7 P y < H <!: MMM 1 1-12® 
0<t^{C^$1t, gS^tl&iR^55%T^. at^218-219 c C„ 

mmm 1 2 

2-^DD-4-hU7Mo^f;P-5-N- (3' -h'J7MD/^- 

3-xhP-5-b'J7;M-P*3 1 ;i'£J&« : $ (0.36 g, 1.53 mmol) <Z>CH 2 C1 
2 (20 ml) mmz. mfc**i)-V)V (0.58 g, 4.60 mmol) £J)D;L> ^^TDMF ( 
3jtf) ^Jnx/to *<Cfe£:tf;***ttiU Efc4&&l8»SMtt#Ufc. 
jETCTi$£U '&*>ntt-i )l*m (80 ml) fc»#U O'ClCft^Lfc. ft 
THF (15 ml) *tf>Et0H (5 ml) £Jn*. E£«H£$fiT18P*Mtt 

fc. @#£E10H (25 ml) fcig^U 10%Pd/C (0.12 g) SriD*.. -£LTSiS& 

5 -MJ7>iM-p*?\U>7xU Wz. Z\<Dik£®$:2->7nn-4- 

iC/g^^-fr. S^^^^iR^12%^ffe. ^67-71^. 

HMgill 3 
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2 -pan- 4- MJ7Jl/:*Dj*5MI/-5-N- 
( 3- >5 '_ i 7/ 7DD7x -; l/ ) -5-N- (*3Ml/) K'J5 3?>**JH**5H 
2-^DD-4- h'J7^P^5 1 ;i'-5-N- (3, 5-^DD7i-^ 
) tr>J5v J >*;i/^+-tf5 H (0.086 g. 0.23 mmol) 0>DMF (20 ml) ^(3. Na 
H (0.02 g. 0.53 mmol) *1X\7Ltz. K£^£gm?0. 3l$[B!ifi#U #KMeI (0. 
100 mL 1.61 mmol) SriDx.> $ Sfc 2 fci&tt*:. i£$£2N HClTSt 

frfLU ^-bTEtOAc (3^) TfctlttJLfc. ig£}T«llf £MgS0 4 ±T&®U 

- (Si0 2 , 7 : 1 'X+l^/EtOAc) U LTgtMfl:£t!£ (4X3*6 

%) fcfc. Bt£ 124-1 25^. 

mflfigi] 1 4 

2 - i7DD-4- h'J^^P^^P- 5-N- 
(3',5'-^Dn7i-JW-5-N- {«>*JM ^U55?>*;W#*U-5H 

MeOH (35 ml) +®^>X7^5 s k H (1.04 g, 9.40 mmol) . 3. 
□ 7-iJ> (1.71 g, 10.60 mmol) , *5<t^H0Ac (0.20 ml) 0)££4b&OX;C 
ftSlLfc. JfcC. NaBH 3 CNi§& (28.0 ml, 28.0 mmol. 1.0 Mtf>THFi§&) £->U 
>i?#>yt«fc00.25Wf|fflt:t)fcoT«TL*:. OlCT0.3l*W 
. &fc&fflT18P#W!tt#Ufc. i&^ONaBHjCNSrHClT'^X^U -tLT»iK^ 
«ETCT|$3cl,fc. fcSnfc^^ttEtOAc/HjOKaWSPU NaOHT&Sttt L 
, EtOAcTttfflL/i. ^t)*fc**JB*^7<>T*»L. Mg50 4 ±Ttt«U B 

(Si0 2 . 15: 1 /\4-y->/Et0Ac) GfiH#«h LTN-^>v^- 3 

, 5-vi7 0P7n'J>^#7c, i©ft^«*2-^Da-4-hU7* 

□7h^57-f- (Si0 ? . 9 : 1 A+-y->/Et0Ac) T*»«U fift58»#t L 
TfflBfcfctt 0K¥15X) S4^102-104*C. 

HMflil 1 5 

5-N- [3* , 5' -tfX (h'J7^tP^f)W 7i-JH - 
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2. 4-v J ^DO-6-^^;i/e'J5v>*^+1i-5 K 
5-^;^h+->-6 -tl-llVyi'iV*. SCM. (Lamoiu J. Het. Chem.. 26 

1, 1969) fcB*0J:"5fc:»»Ufc. B$^180-182'Co ^TX^I/X^x^fc 2 

«fc5KJijn*#fl?U 2, 4-vkh*P+->-6-/5 1 ;Hf'J5v>-5-*;^ 
2 , 4-yb b*P*~>- 6 -*?\>Hf U 3 ->*>- 5 -#;i/#>&£P0Cl 3 <fc# 

cm«ai*Lfc. ££S£tt£«ttu usee j: 02, 4-^pp-e-*? 1 

;i/tf'J5x>-5-*;i/#x < )l/^P7-l' (tft£7fr-8irc. 1.5 mm/Hg) . 

2, 4-v^PD-6-^^trU5v>-5-*;i/^XJl/^P7-r H (0. 15 g 
, 0.67 mmol) iT&fc3. 5-t'T. ( K U 7;U^D^^;i/) 7-U> (0.15 
g, 0.67 mmol) ^HffiW 1 Ke«®#ffifcH«©55rftTRfc31*, &Mit£® ( 
0.06 g> tHfg2, 4 -y t Kd*^- 6 - ^f U 5y >- 5 -*;^>SC 
*t*HT«l*24X) ■Wtl74-176'C. 

n nm* 

2, 4-yi'ODt:iJ$y>-5-*Mz;^D7'f H 

XM. (Smith*5cfc^Christensen. J. Org. Chem.» 20:829. 195 
5) TS®$n^«fc^(C, 2, 4-3>fcHP*^e'J3S>>-5-;fr;MS>Bfe&» 
Stti3SLTSSI«Ufc. ±BfcStttt, «gLTtt*46XT»fc. ^90-100^. ( 
1.5 mm/Hg) . «H NMR (CDC1 3 ) 6 9. 29„ 

gUMl 7 

X^;U«y- V^Y-^V >7iL b 7tf- h 
X^7-th7-fex-h (200 g, 1.54 mol) . ^ (105 g. 1.54 mole) 
J:lW*h*th"Jlf* (228 g, 1.54 mol) ©fi^ttS, 140*0. N 2 Tt3T22 
"SIBiOiRLfc. RtfaB£<»*»aiU »iSLTai8^**»K*51X (156 g) 
Tftfc. IH£l73-174t:. 

%16«1 8 
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X9-)V^>V^( )V7-t7— h (30 g. 156 mmol) ^ffl^tCi^U, MMM 

1 7 \z&m<D£5i~mmtt.&®*m®^ umz\% (12 g) ^124-12 
ex:. 

3^19 

X^2-fc FD+v'-4-^^;Hf U5y> - 5-*^#+'>I/-h 
X.^Jl'yU-i \^ ^^U>7±h7±v—h (50 g. 250 mmol) NaOEt (22.1 g 
, 325 mmol) ©EtOH (500 ml) ffl&Z&m.* MjTCT 3 B(gft#bfe. #e»n/i 
B#*ilifiU ttiftU ^hU?A&ibTM{b£«5£<K*88% (45 g) T# 
fc. Bi^>220 < C (#«¥) . 

mmm 2 o 

x^;i/2-t KP^5>-4-7xn;i/tfU5v ? >- 5-#;W**5'i'r-h 

X-^l^ W H^^I/> / ^>"/i'^7-t7 L — h (12 g, 45 mmol) £ffl^/cCl 
ifitntt. ««19^iB*0«fc"5K:*jifl:^**«HU «*15% (6 g) £ 
JK^>260 < C . 

*tt«2 1 

X3MI/2 -^□p-4-/f;i'tf | J s s?>- 5 -^;^+->u—h 

X^2-kHD+x-4-^f)Hf'J5y>-5-M^'>P-h (5 g 
. 27.5 mmol) *5<fctfP0Cl 3 (84 g. 550 mmol) OjSttSNjTCT 1 ^MftJ«MRi« 
Ufc. RfcfcfcfcflU iSSBbfc. »«*CHCl,£H 2 0£©Mfc#EU 
ftlft (Na 2 S0 4 ) L, a&iSU a»LTMl*fc£**«*27X (1.5 g) Tfcfc. ' 
H NMR (CDClj) 5 9.04 (s, 1H) , 4.42 <q. 2H) , 2.85 (s, 3H) . 1.43 (t, 3H 
) . 

g««2 2 

X^;U2-^OD-4-7xX;HfU5v>-5-*;l/#*>'^-h 
2-tFQ^y-4-7i^tU5y>- 5 -ftfrtti'l'- h (6 g. 25 
mmol) *JH»ftCiWH4, 1 »cS«0«t5J3fcfi<b^»*a«^ 

(5.5 g. «*18X) . »^45-4rC. 

^fiSgg 2 3 
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2-?DO-4-*3 L JI/fc!'J$>>>- 5-tl)^>m 

x5 L ;p-2-^DP-4-^^tru5> ? >-5 -*;p^->u-h o.o g 

. 5 nunol) fcitfNaOH (0.24 g, 6 mmol) (DH 2 0 (30 ml) ®ffi.£-£mX' 

(0.67 g, JR^78%) &mtzo 1HNMR (DMS0-d 6 ) 5 9.01 (s, 1H) . 2.75 ( 
s, 3H) . 

mmm 2 4 

2-;?DD-4-7i-JHfU$y>- 5-#;M*>ft 
2_^p 0 -4-7xn;UtfUSv>-5-^;i/#+->l/-h (4.5 g. 17 mm 

87% (3.9 g) £f#fc. flS,6l05-110t:. 

IIM2 5 

2 - 0 a a - 4 - *3S/I/t: U5y>- 5 -jj)\,i£-)l>7 a 54 H 
2-i7DD-4-^^l/tfU5v ? >-5-M#>i (0.81 g, 4.70 mmol) 
. aMfrt+U-'JA- (0.89 g, 7.05 mmol) fcitfDMF (2JiS) ©CH 2 C1 2 (23 ml) 

N 2 TfcT4HMHHt#Ufc. iSM£SI$U H@LT^I§rt;£$J (0. 
55 g. iR^61%) $£90-100^, 1.3 mm/Hg. iH NMR (CDC1 3 ) <5d 9.02 

(s. 1 

H) . 2.74 (s, 3H) . 

2-i'DP-4-7x^Hf'J5y>-5-AM^D7'f K 
2-/ 7D 0-4-7x-;Hf'J$> ? >-5-^;!/^>^ (3.8 g. 14 mmol) £ 

ntzo gt,642t;. 

mm 7 

{t£t>£\ (Arukwe, J.Undbejm.K.Acta Chemica Scand. . B40:764» 1986 
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SEW 2 8 

l^Hh+^fl/>-4, 4, 4- MJ7Jk*P7-feh7-fcx-h 
4, 4. 4-h'j7MD7th7tr-h (46 g, 0.25 mol) ^frh^&h 
iJIfiP (74 g. 0.50 moi) iSJctfAc^O (77 g. 0.75 mol) ©»jft* 120-1 40*0 
T7WrR3in»U&. «***«»U }H«l/T«M:**ft«»98X (58.6 g) 
TfcJfc. $£80-90^ 1.5 nna/Hg. 

SMM2_9 

2, 4-tfT. (hU7^0pC^) If 'J $y>- 5 —fi)\>i$>Z-))/9 dy-i H 
X3 L ;Hh*>';*? L U>-4, 4, 4-'hU7;W*P7-feh7-feT— (15 g 
. 62.5 mmol) *5cfc^h'J7;i/^-o7-feH75v> (12.6 g, 112.5 mmol) OEtO 

h (50 mo mmzniTizTzffimisa&miistz. sss^ttsfraiu m&vtz 

© 

^□?h^77^- (Si0 2 , 20% Et0Ac/^*-^» t'f^tl/TXf 

ji/-2, 4-ex (HJ7;m-o*?mi,) trusv ? >-5-*;i/^*5>u-h ( 

7.0 g. IR^39%) &mz. <H NMR (CDC1 3 ) 6 9.37 (s. 1H) » 3.70 (q. 2H) . 
1.27 (t. 3H) . 

Et0H(20 mO^cfc^O (50 ml) <p<DJL?)l-2, 4-t*7 (HJ7Jk*P/ 
1-)V) e'JS5^>- S-fDVtti/l'-b (5.0 g» 17 mmol) *5<fctfNa0H (0.72 
g, 18 mmol) SMTlWIIitU. »«t*«ttfl: (HC1) U ttenfcHtt 
£«i§U &&LT2, 4-f7 (HJ7;i/^P^^;P) -tTU 5x>- 5-^7 
^#>« (1.5 g. iR^25%) fcfcfc. BlL&59 < C. iH NMR (DMS0-d 6 ) 6 9.62 (s 
, 1H) . 

^M^O^F^, $ffiftl2 5£^@©M<tR&CD7jftT. 2, 4 - t* 
7 (MJ7JM-P*3MW -£USS>>-5-#;U3t?>a*»6«¥44XT*§fc. 
S^lOSt: (1.5 mm/Hg) , 'H NMR (CDCl 3 ) 69.12 (s. 1H) . 

mmmz o 

2 -7 □ □ - 4 - h U 7;i/^D *?MHf' J 5 v>- 5 - j])Vt->& 
2-^DP-4- h'J7;i/^P/5 1 ;i'tf l J^v J >-5-*^-;U7P7-f K 
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(2.1 g, 8.6 nunol) ©H 2 0 (10 ml) CC. N 2 TKT0.5B*P B 1Jg#L;£ 

. ®*>nrz®itzm®L> *iMk\sX&m&m ci . 91 g. 1x^98%) © 

£232-234*0 (SMS) . 

mm 1 

2-^aD-4-h'J7^P^5 L ;i/trU5^>-5-*;^>H <2. 80g. 1 
2.4mmol) <DTHF (50ml) 0 < CCTMe 3 NS:Jn^/i (5^WJ>ybfc 

(3.40g. IK^97%) gi£l20~121<C . 

DMF (36.5ml) £J;tfH 2 0 (18.3ml) <$<D 2 - b 'J *^>W7 P 5-f 
F-4-hU7;i/*P*^l/fcfU5v>- 5 (3.62g, 12.7mmol) 
£«J;tfKCN (0.99g> 15.2mmol) 2fflL N 2 T£T0. 25NfK^Lfc. K 

(SOWU EtOAc (400ml) fc»»Lfc. EtOAcJl£H 2 0 (4 X100ml) » 
7*7^ > (100ml) Tife#U -etTKilSbfc (Na 2 S0 4 ) . Et0Ac/I£ XiiU £ 
j«LT2-^7y-4-hU7;i/^P^5 L ;Hf'J5-7>-5-*;l/^>m (2.03 
g. JR3574%) H&148~149'C (ftM) . 

2 - ->7/ - 4 - f> U 7MD^f ^tU 5y>- 5 -*M>H (2.0g. 9. 
2mmol) . ^fc^-^-tl- U ;U (1.4g, llmmol) &J;tfDMF (4?jg) ©CH 2 C1 2 (46ml) 

£&. N 2 TKT0.75(5TO#L*:. £Jfr&£i'Sfi&U j&gLT (ft&lO 
CC, 1.5mm/Hg) &m<t£V>} (1.8g, 4X4382%) >H NMR(CDC1 3 ) 5 9.49 ( 

s, 1H) . 

2 - 7iZJHf 'J = y > - 5 - AMzj^ D7-f H 
X^|/3-N. N-v*3\^75/-2--*;i/$^77 , Jl'-b (4.0g. 23mm 
ol) (Arnold, Coll. Czech. Chem. Commun. 26:3051. 1961) , ^>X75-y> 
m&m. (4.0g, 26mmol) ^th'JC'A (0.65g, 28mmol) WEtOH (40ml) m 

ltzmmmatiiLft. ttttg-xau situ a«E*EtoAct#Hci oo% 
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) LOmzftMLtz. timmZftm (Na 2 S0 4 ) U *ffiLTX^;i,2-7xX;i/ 
&)^J>- 5 ixU-h (4.0g. iR*P75%) Bt^>220'C ( 

KM) . 

mtmmo^mr. i^2-7ir;i/eijsv;>- 5 -^;^*~>^-h^€. 

ffi|gLT^80% (0.35g) TmmVtz. ®&>220X: . 

WW 3 3 

i?XfJHh+i/^f|/>7D^-h (35. Og, l62mmol) , hU7;p*Q7"fe 
H75v> (I8g, l62nunol) &J:tfNaOEt (ll. Og. l62mmol) ©EtOH (200ml) j§ 

m*. em^mmmmvtzo s.j^m^^mmb. h 2 o (48ni) ttoaiz. #e> 

n*:H#£$i®U Et 2 0 (300ml) *5ctmi 2 0 (200ml) Tffii^U tefilLT^S 
(21g, IR^50%) *nit. Mjfi>2201C ; 'H NMR(DMS0-d 6 ) 6 8.3 

8, 4.16 (q, 2H) , 1.25 (q, 3H) . 

mmm 3 4 

2- h<J7;i/^o^^-4-7PDh!'JS^> 

X.=f-)\> 2-h'J7;i/^-o^^ 1 ;i/-4-tHD+->e'j5> J >-5-^^^*-> 
U-h (5.00g, 19.4mmol) *5cfctfNa0H (0.93g, 23.3mmol) £>H 2 0 (20ml) ig$t 

$.T-MffiLtz. B#£&i§U SSSLT2- HJ7;U*D*^;i/-4-t: Ko* 
~>t!'J^> 5 >-5--#;l'#>& (2.1g. iR^53%) 'H NMR(DMS0-d 6 ) 6 8 

.83 (s. 1H) . 

2 - h 'J 7JM- UM-)1- 4 - t H □ + v-hf 'J 5 v>- 5 - (2. Og 
, 10.4mmol) . P0CI 3 (32g, 212mmol) *5ct^SOCl 2 (25g, 212mmol) tf>ig*&£4 
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BMlDifcBiSLfc. Efc*&S«U M% (»^90-95"C. 1.5mm/Hg) LT&m 
k&m (2.1g, «H NMR(CDClj) 6 9.45 (s, IH) . 

gjjgy 5 

EtOH (20ml) ^.fctffyO (45ml) <f<DX?Ml/2 - 1 Fn*S/-4 -^>*7Jl/ 
*0X3MHf' JSv f >-5-*UU#*->l'-h (4.0g, 13mmol) fc.fctfNaOH (1. 
60g, 39mmol) 1 BfP^AnSlM^Ufe. $&£#aJU gttffc (igHCl) 

Lfc. #£>n/i@&£ig$U 2 - h H D + v- 4 -O? 7ftDl 

^tf'J5v>-5-*;^>^ (3.3g, iR^98%) £#7c. >H NMR(DMS0-d 6 ) 
6 9.90 (bs, 1H) , 8.43 (s» 1H) „ 

2 - 1 KD+y- 4-^>*7;M-PX3 L ;Hf U 5>>>- 5 (3. 
33g> 12.9mmol) ®S0C1 2 (27. 7g, 233mmol) £&£0.5im!jn&iIfftLfc. 
T. POClj (35. 6g, 233mmol) ZKfoM&mztiDz., 36P#KUn^^^^fc. 
il£^£ig*l&U mm ($&80-'85 , C, 1 rnm^Ig) LT^^b^ (l.tg, <K^3 
5%) 1H NMR(DMS0-d 6 ) 6 9.18 (s, IH) „ 

4- h'J^M-o*? 1 ;!/- 5-N- (3' , 5" -^DD7i^;W 

EtOH (1.8ml) *5j;tf7jc (0.9ml) *02-^dd-4 - HJ7Mn^^- 
5-N- (3, 5-y^7007xZJW tf'J 5 5 K (0. 10g> 0.2 

7mmol) . Mg 2 0 (0.024g, 0.59mmol) *5cfctf5%Pd/C (O.Olg) 

(Si0 2 , 9%EI0Ac/'\*-*» IZfrVxmmitG® (0.05g. iR^53%) 
. lili*189~190'C. 

3 7 

2-v^^;U75y-4- h'j7^D^^l/-5-N- (3' , 5' - 
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2-/7 PD -4-HJ7JM-n*3 1 ;i/-5-N- (3, 5->'i7DD7i- 

M fcrUS^>#;M?*1*$ H (0. 13g> 0.36mmol) *^Jl/7 5 > (0.1 

Og, 2.20mmol) ©MeOH$&£, MCT3l$M«#l,;fc. Sl£S^«&«[l> 
^□7h^77 (Si0 2 . 5%EtOAc/'\*1f-» C*ttxaft^ft (0.022g, 
«*16X) MA163~1641C. 

*Mi«3 8 

5-N- (3' . 5* -y^DD7x-;P) fUS^VA^mSH 
2-^DP-4-h l J7;WD/fJl/-5-N- (3' , 5* -^DD7i 
eU5^>*;W?**5F (0.10g. 0.27mmol) *>£tfh Uxf;i/75 > 
(0.027g. 0.27mmol) <Di£j!S|THF?§?&£, 24«tM*fliUfc. Htt&gilU Et 2 0 
TftfrU ftftLT&flfc&ft (0.031g, JR^24%) BS-^158~159t:. 

mmm3 9 

2-7DD-4-*3MW-5-N- [3' , 5' -fc'T. 

2 □□- 4 -pt^Hf U 5> J >- 5 -A^-J^D^ H (0.10g. 0.5 
3mmol) , 3, 5 - fcf7> (h >J 7^*D^^;M 7— U> (0.1 2g» 0.53mmol) 43 
.fctfAmberlyst A-21JM& (O.Olg) ©EtOAc (5.3ml) MCTlWl 
ttMftttilU MffiU 7PVh^57 (Si0 2 , 10KEt0Ac/'\*1f-> 
) Kl*»tT«Wfc** (0.17g, iR^84%) «Al56^157t:. 

iifiuo 

2, 4-X7PO-5-N- [3* , 5' ( h 'J 7;M"D 

2, 4-> J ^DDtr'J5> ! >-5-*;i/#-;i.i7D7-r H (0.10g, 0.40nuno 
I) 5-t'XhU7MD/fM>y>75> (0. lOg, 0.45mmol) 

*61X (O.I2g) Tftfc. H!^144~145 < C. 



( 38 ) 



mm i 

2. 4-v?PP-5-N- [3* , 5' -fT. {h*)7)l*U*?-M 

, *lfimJde*©£5K:aWfc£tt*ll«U ft^«*iR*97% (0.28g) T 
Hfc. »^104~ 105*0. 

jfettflU 2 

2-->7/-4- bV7)V*a*?fr-5-N- [3' , 5 ' - £7. 

2-^ry-4-hu 7;u*n*^;uf y 5 v>- 5 -tDix-)i>7 □ F 

(0.1 Ig. 0. 46Dunoi) Sffi^ii^H &JimKia«©«fc3fcMfl;£ft 
£HSU 'fc£ttft«l*96* (0. 19g) H'S146~147 , C. 

iiiij 

2-^DO-4-7x~;i/-5-N- [3' , 5* - t*7s 

2-^pp-4-7x— ;Hf«J 5 5?>-5-**#=;W^D5-f F (0. lOg. 0 
.40mol) . 3, <hU7^*D/^W 7^'J> (0.08g. 0.40mmol) 

fc^tfEtjN (0.04g. 0. 40mmol) ©EtOAc»«tt, MKT2l$H«#Lfc. HME 
SMftU ^D?h^77 (Si0 2 . 5 %Et0H/CHCl 3 ) tUWCMftM (0.0 
8g. «*45K) St«154TC. 

2-tH7^7-4- MJ7;M-n*^-5-N- (3' . 5' - 

2-^DD-4-h'J7MD^-5-N- (3' . 5' -^D07i 
tJUS^^^-y-SH (0. lOg. 0.27mmol) *J:tftK55?> (0.009 
g> 0.54mmol) ©THFStt*. N 2 T> ^MtCTHf^flltfUit. £tt«8ti&U fi 
ItU 7PVhif-7 7 (Si0 2 . 20%EtOAc/'\+U-» fcjWtT3g£ffc£tt (0.0 
8g. «*79K) 1H NMR(7-t h >-d 6 ) 610.08 (bs> 1H) , 9.64 (bs. 1H 
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) . 8.89 (s, 1H) . 7.80 (s. 2H) . 7.24 (s. 1H) . 2.79 (bs, 2H) . 

mmm4 5 

2-[N-(l-7^/->h73>75 H)]-4- HJ 7;M-n**JW- 
5-[N-(3' , 5' -y^ D D7irj|/)] - If >J $ y >- 5 - K 
2-t H9^y-4-hU7**D/^-5- [N- (3' , 5' — i?{7 O 
D7i^) t'J$y>M!W$K (0.08g, 0.21mmol) *5cta«»7K-> h5 
(0.024g. 0.21mmol) £>CHC1 3 (2.1ml) N 2 T{CT24^KMMlJlt 
Ltz. mm&mttil'* toW^y? (Si0 2 . 33%EtOAc/'\^» KAHtT 
&m<t£%> (0.06g, i|X$62%) fcftfc. |$&182~183'C. 

2-7x^7a/-4-h'J7MD^^-5-N- 

2-7DO-4-hU7Mo^fJ|/-5-N- (3' , 5' -x?DD7i 
-)V) t!U$^>*^f^t5 H (0.10g, 0.27mmol) &«fctf7^'J> (0.06g. 
0.59mmol) (2.7ml) IS. N 2 T(CTI8^K«^bfc. KftS 

£ft*«»U SUftU ^D7^77 (Si0 2 , 50%CHCl 3 /'\*-y-» (I Tint 

xmm^m (o.iog. jr*9i%) ^228-229^. 

iii i7 

5 - ? □ □ - 6 - *=f-)\>- 2 - e v 'jyfDV^i/ v- v 

*3-)V4, 5-->*t 5-^'*y-2-t"7v 5 >*;i/^+i> 
1/— h (M. Mano. T. Seo, K. Imai, Chem. Pharm. Bull 10:3057-3063. 1980) 
(DDMF (20ml) ®mz.. P0CI 3 (20ml) £Jju;L*:. £&#j£0. mT%W.WLh. 
■WK»3ttV»«. *JI£CHCl 3 TttfcBU ftJR (MgS0 4 ) U f LTiS^Lfc. 5£& 
$7DVh^77 (Si0 2 , CHCI 3 ) C^ttT^i^ft (2.34g. «R$52%) 

8 

5 _ $ D p _ 6 _ ^ ) ] / - 2 - M y i?>jj)l# >m 
/^•;P5-^DO-6-^^U-2-f^v ? >^;l/#+->U— h (0. 16g. 0.8 
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6mmol) , K 2 C0 3 (0.31g. 2. 18mmol) &«fctfH 2 0e>ig-&$l£. gi&T2f$FBM#L 
fzo R&toZm&U Wtmt (20%HCI) L>. #6nfcHfr*jft*T*Hft^« 
(0.057g. JK3539%) §i6ll6~117 < C. 

HM49 

2-*PP-5-N- (t** MJ^M-P^^l/T^U >) 

M U 5 □ 7< K Wttt> 0 fc 2 - * □ □ - 5 - tf 5 *J >tl)V# 

-J^P7-fH (0. lg. 0.57mmol) *|flHfcit£^lt *IWll:iRl/fc# 
«£P«0#je£ffl^TM{fc£4&*«*51X (0.08g) Tttfc. BIL&101~102 
"C. 

III50 

2- MJ^^r^r^Ai/P^ K-4- W7)]/*u*?-)\, 

2-y-PP-4- h U 7MD^f Jl-f'J $y>- 5 -*M>i (6.0g. 27 
nunol) *5 &Xfimv> h U *?)VT$ ><DTHF (60ml) Jgi££, 5#|B!«#Ufc. 
HttSfcifiU ttiftUTailft^* (7.1g, iR^97%) 1H NMR(DMS0-d 6 

) 5 9.19 (s, 1H) , 2.72 (s> 9H) . 

SMEW 5 1 

2-7)l*u-4- h »J y)V^ru^)V- 5 -e'J$y>i3^>H 
2- MJ^^T^-'y-A^D^K K — 4 — MJ ~7 )V^u 5 — bTU 
5^>*;P#>» (4.3g. 15mmol) , KF (1.8g, 30mmol) . DMF (40ml) fccfctfll 
2 0 (20ml) 0.5»IH«#Lfc. £6«!&*lftU BHtfcU Et 2 0T 

mmvfz. Ei l om*m&VT%m<bGV!i a.6g. jr^47%) ihnmr(dms 

0-d 6 ) 5 9.41 (s, IH) . 

mm 5 2 

2 -7)V*u- 4 - h »J 7;M-d*^JU- 5 - 
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7. Inmol) , m&ttt*))V (l.Og, Sounol) (.2W ©CH 2 C1 2 (30ml 

^75% (1.2g) T#fc. 1H NMR(CDCl 3 )d9.42 (s. 1H) . 

2-7;k*n-4-hU7^*D^5 1 ;P-5-N- [3* , 5' -ex 

2-7)l*u- 4 - h U >J $y>- 5 -fDl-fc-frZu?^ 

H (0.05g. 0. 22mmol) :Jb\J;tf3. ( h U 7;k*-p*?-;W 7^U> (4 

5mg> 0. 2mmol) ©EtOAc (2ml) jj«tffl^fci:t£W1.»4, fUS^J 1 KffilKOJ: 
"3fc£Bfl:fc*&H«U 4X^22% (0.02g) Tftfco BS^133~135^C. 

IM54 

2-^no-4-hU7;^o^5 1 ;i/tf'J$> J >-5-*;i/#>^ (1.5g> 7. 
Immol) ^.ttWfifl:***';^ (l.Og. 8mmoI) WCH 2 CI 2 (30ml) igi^fflUfcC 
<h«*m> «m5KE*®J:3fc*IBfl:£tt*ll«U «R^70% (l.lg) T 
#fc. <H NMR(CDCIj) 5 9.31 (s, 1H) . 

&S&g!l5 5 

96^x;i/ 1 ml y U- h (DOjl)V 2 ~1 1 (M 1 fcitf 12teu > h n-)U£ LTffl 
&2tlT^Z>) 5mg©Amberlyst 2\HHm> 0.2mlCDEtOAc:fcJ:tf22.4Mmol©8 
0<D&frZ>TS.>ffim#&tJQx.fZo &O^MZ. 25.0Mmoltf>jgi2Jfc5- 

i])V-$-)Vt/U7'i K (09*.tf. 2-?dd-4- hu^^p^^jueuav 
>-5-a;M?_;PSm7-f K) *to*.ifc. 96"i7x^yu-h<&. 0.3B#Ki@^ 
tt4B£L. 50/U<M 2 0£&r>x;i/Kin*£: o 7 p U-h^$e.i'0.25I^P5S^ : &M 
1U #?x;W>5E!0AcJB*JRBISNr. fi«LT80©9Jffl©fl:£tt*»&. & 
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i^D7h^77^-, HPlCfccfctfGC/MSftflrte, ffiW.<D<t£®fr>%%0)mg. 

NF k Bfe <fc Z/AP- 1 ©Sttft OM 1 

A. NF/cBTy-t-f 

;^7i 7— fc?^^»J-rS^/jNSV-40yD ; &-^-tg!l!-& LfcNF k B££-&g& 

(i o^)i$>tzr) 200 (Mi) . 

&</>T, y^fM^yH (3.3, 0.33*ct^0.03Mg/inL) 

»IS££tr96£x^7U- Miasm U *LT:/U-M£3rC 
T0.5f$RJH>*n.^-h-f 5. 50 ng/mLO*:;i/^-;H2-5U^^>^ 

-13-gf$KPMA)££tf 1 Mg/aiLW7^ r^V^;l/5^>(PM)£&^x;l/t;:3sj!jrjL 
, ^LTtt&37tt 5 ^f B 1$ 6l:-f >+a^- h Ifc. 7 h £2200RPMT 

J!&i§#&®«£gsinU *LTyu-h*SfiT0.25WHHItt«Lfc. *HT, 40 
ML©awe»tH»*JII696^x^yu- MI^U, ^-LT5OmL0;P->7x7- 
■££RI8«8H£SajnUfc. Packard Top<taint£ffl^TS5fc:WJ£Ujfc. 

B. AP-lTy-fc-f 

amu^t. 7?-tr-f*, □^y^— tfyot-^-ii*'>7i5- trig 

S*K»-r £ □ ^y^-tf Zfu -Z^tSgfeU Jurkat T®!l&£ffl H -5 C <!: 



ng/mLT&oit 
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c. ssm 

#fg^<7)tt3lW&{b£^T&-5> 2 O O- 4 - HJ 7)1* P * 3-)V- 5 -N-( 3 











i 


0.03 


2 


0.75 
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0.8 
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6.0 


10 


1.0 


U 


5.0 


12 


0.4 


13 


5.0 


15 


0.8 


39 


0.075 


41 


0.6 


42 


>10 


43 


0.5 


45 


ZO 



5&¥B^ (T&fc-^ NF/cB£<fctfAP-l) <Dmmt*mgTZ>ZUzG%}T'$> 
*g0i]560NF /c B ( I L-8 \Z 1 HT) cfc tfAP- 1 ( I L-2 (I O ^ T) <D ^-?tlfr<D U ? 

-jse^7^-fe-r^e>±m^iHiitxL, ^lt«#l/c. isw^M/i^ 

"UU (25~50;zL(Z>7'Jn-h) ^ELISAKJcOfc^Lfc, #2gW<DttSttftrt;£ 



P 11-512399 



Pa g e 44 of 55 



(44) 1-512399 



*re&s, 2-^□o-4-HU7;^^□/5 1 ;^-5-N-(3 , , 5*-k*hj7;m- 
ST (□>hP-;p^-r^>%<hUTHt-) . 

^^Stt^^Sll-rs^lDtMlgiW^x^TfeS. V*ci>(oxazol one) 

WtCffl^£>nT^£ (Morris 6, Transplantation Proceedings 22(Suppl. 1)110 

-112. 1990). 

A. (fK'jWti^ 

IW*H^— BALB/cT9Xj&>e>JR9&l§r. -?-UTI»j»iBeBa*#«IL, *HT» 
»UT(3.000rad)H^- «ISJ««[ftl»^«. ftf*fccfctfffll§«£©Piap1g, 2.5 

g|J60U©fl:£4l!n?*<&, 2-^□0-4-hU7M□>5 1 J^-5-N-(3 , , 5' 

BB) OlQttfcHtt&LT, 4BB*TBUfil*jai#fcJ:0«BIiai84-t/fc. ft 
Jfl Oftflt t * # 5 X-r 7 O >tt if- £/8 ViT 5 mg/mLO^T0. 
25%<0*3 l ;H:;Ud-7. (Sigma) + 13®® L£. 10, 20£<fctf30mg/kg<Z>fflM£ 

OUT, 7>h-y^^Wjg»^|R«[*ffKLT, 0.1 mL/10g#S£Bg8$rt&St 
10 mg/kg) te, 52%tf)iffiicDM££i;, nx$ U >A«, 12mg/kgT3 
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b. smmmmm 

ft. 7 sate **^/u><Dfom&5mtt*fi&<Dffloiz(ioiiL)Mmvfz. 
nmmi(o{t^-c$>^. 2-^oo-4-Mj:7;M-n*3 L ;i'-5-N-(3. 5-t* 

1f-£ffl l^TO. 25%tf>*5 L ;Hz;i/n-7. (Sigma) ^KjSS-TS £ t\Z<!:o TlBiS 
L£« SfflttH^T, 0.1mL/10gfrStf>$*l9?l££&#L£. -ffc£Wa^<Z)ffi3£ 

g^s^s-^ns^Kft^Lfc. 2mmm. zmitznomisoym&zmit 

Ltz. *&m<Dl&%:$:U-f<Dm3iZjrs?. 

(rag/kg) (f »«J * SEM) (Jrf t * fc 7.^ 

t°t7iV<0»f — 030±0.02 _ 

*K#cpd io Op) 0.27 ±0.01 0.163 

&JftCpd. 30 ftp.) 0.13 ±0.02 <0.001» 

V7a^*7T?F* 50 (Lp.) 0.08 ±0.01 <0.001 

* iwommmnwzwxiLtzo 

l*^fb^(30 rag/kg i.p.)^3J;^>^P^X7 7'S K(50 mg/kg i.p.)«, 




Fig.l 
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Fig. 2 
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(-LOG M) 



IL-2 -B-IL-8 



Fig. 4 
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(35%) 
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(52%) 
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(92%) 



-1 



h*t7iU ->7oxt*'|vA SP100O30 SP 100030 SP100030 
(12 mg/kg) (10 mg/kg) (20 mg/kg) (30 mg/kg) 



Fig. 5 
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see column 1 - colum 7 

US.A.3 517 689 (D0H6 H. KIM) 23 June 1979 
see column 1 - column 6 

FR,A,2 139 411 (CIBA-GEIGY) 5 January 1973 
see claims 

W0.A.95 25723 (A6REV0 UK) 28 September 
1995 

see the whole document 

CHEMICAL ABSTRACTS* vol. 189. no. 19. 
1988 

Columbus, Ohio, US; 
abstract no. 170451 j, 
page 726; column 2; 
XPee29219G8 
see abstract 

& JP.A.63 187 966 (FUJISAWA) 12 Hay 198B 

CHEMICAL ABSTRACTS, vol. 119. no. 9, 
1989 

Colunfcus, Ohio, US; 
abstract no. 75558m, 
page 66G; column 2; 
XP082821901 
see abstract 

& JP.A.63 198 678 (DAICEL CHEMICAL IND.) 
17 August 1988 

CHEMICAL ABSTRACTS, vol. 112, no. 5, 
1990 

Colunfcus, Ohio, US; 
abstract no. 2621h, 
page 267; 
XPG02821982 

see abstract 

& JP.A.01 189 884 (DAICEL CHEM. IND.) 18 
July 1989 

CHEMICAL ABSTRACTS, vol. 112, no. 5. 
1990 

Columbus. Ohio, US; 
abstract no. 586G9g. 
page 269; 
XP002821903 
see abstract 

& JP,A,61 188 885 (DAICEL CHEM. IND.) 18 
July 1989 
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EUROPEAN JOURNAL OF NEDICINAL 
CHEHIS7RYCHINKA THERAPEUTICA. . 
vol. 17. na. 5, 1982. PARIS FR, 
pages 437-444, XP082921899 
P.DOSTERT ET AL.: 'STUDIES ON THE 
NEUROLEPTIC BEHZAMIDES" 
see page 437 - page 443 

CHEMICAL ABSTRACTS, vol- 88. no. 3. 
1978 

Colunfctis, Ohio, US; 
abstract no. 22973p, 
page 644; coluan 1; 
XP082G21907 
see abstract 

& JP.A.87 783 679 (YAMANOUCHI PHARMA.) 12 
July 1977 
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date 




P*hlk*tlcn 
date 



BE-A-489416 




NONE 






EP-A-569912 


18-11-93 


AU-A- 


3855493 


18-11-93 






JP-A- 


6632784 


08-02-94 






ZA-A- 


9303373 


09-12-93 


DE-A-3285638 


Z5-08-83 


NONE 






DE-A-2906461 


23-88-79 


FR-A- 


2417506 


14-09-79 






FR-A- 


2457286 


19-12-68 






AU-B- 


526298 


06-81-B3 






AU-A- 


4439279 


19-07-79 






BE-A- 


874266 


28-88-79 






CA-A- 


1996868 


03-03-81 






CH-A- 


639078 


31-10-B3 






GB-A,B 


2914984 


05-99-79 






JP-A- 


54130585 


89-19-79 






W-A- 


80937 


29-18-79 






NL-A- 


7901333 


23-68-79 






SE-B- 


446450 


15-69-86 






SE-A- 


7901493 


22-08-79 






US-A- 


4Z50178 


16-82-81 



US-A-3517010 


23-06-70 


NOME 






US-A-3517009 


23-06-70 


NONE 






FR-A-2139411 


85-01-73 


CH-A- 
DE-A- 
Nl-A- 
US-A- 


549339 
2222729 
7286347 
3845055 


31-05-74 
16-11-72 
14-11-72 
29-10-74 


W0-A-9525723 


28-09-95 


AU-A- 
2A-A- 


1898195 
9502205 


09-10-95 
31-10-95 
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(51)!nt. CJ.fi 

C 0 7 D 239/42 
241/24 
241/34 

(81)l§£ll E P (AT. BE, CH, DE. 

DK, ES, FI, FR, GB, GR. IE, IT. L 
U, MC, NL. PT. SE), O A (B F, BJ. CF 
, CG. CI. CM. GA, GN, ML. MR. NE. 
SN. TD. TG). A P (K E , LS, MW. SD. S 
Z, UG). U A (AM. AZ, BY, KG, KZ. MD 
. RU, TJ, TM), AL. AM, AT. AU. BB 
, BG, BR, BY. CA. CH. CN, CZ, DE. 
DK. EE. ES, FI. GB. GE. HU. I L. I 
S. J P, KE, KG. KP, KR. KZ, LK, LR 
. LS. LT. LU. LV, MD, MG, MK, MN. 
MW, MX. NO. NZ. PL. PT. RO. RU. S 
D. SE, SG, SI. SK. TJ, TM, TR, TT 
. UA, UG. US, UZ. VN 
(72)«9I# rf-J|/KT>. -7-* 

7**)J3£mm *'J7t^-7 92130. 

4372 

(72)»9J# #3. V7 XA. 

7*U2r&*EH fi\)7*)i,~7 92129. 

12555 

(72)%e^# ?>\/>-7*>. «J> vx-f. 

7*U#£*SI # 'J 7*^-7 92I30. 
1^>x^xrf, ^-«>7F 3— h 4209 

(72)%qq# /x?>*, ^e— xx. xx. 

7*U#£*BI £U7:*;i/-7 92024. 
x>v~*X, »UXK 602 

(72)^§q# ifU;o, nn-h ^yg^.-. 

7/Urt£*ll #'J7*JHI7 92054, 
£x< 2035 



F I 

C 0 7 D 239/42 
241/24 
241/34 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: ■ 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



